Introduction
h .2 2 +.P P A R α m .1 5 + .P P A R α r.7 +.P P A R α h .6 + .P P A R β m .1 7 +.P P A R β r.2 0 +.P P A R β h .3 + .P P A R γ m .6 +.P P A R γ r.4 +.P P A R γ h .1 7 -.R e v -e rb α m .1 1 -.R e v -e rb α r.1 0 -.R e v -e rb α h .3 +.R e v -e rb β m .1 4 -.R e v -e rb β h .1 5 -.R O R α r.8 Nucleotide substitution analysis reveals the synonymous rates in the sequences encoding the LBDs of CAR and PXR are average whereas the nonsynonymous rates, 6.4 and 3.7 times higher than the average, have been substantially elevated. PXR and CAR, in group NR1I, share some ligands and regulate overlapping but distinct sets of genes involved in xenobiotic detoxification.
The most remarkable feature in this figure is the overlap of the 3'-most exons of one of the variants of TRα and Rev-erbα in the first cluster. The third cluster, not shown in this figure, is composed of NR5A1 and NR6A1. The current NR gene clusters, whose structures may be preserved by selective advantage, are probably the vestiges of an ancient large NR gene cluster.
The conserved splice junction in the LBD was likely to have originated early in the family and have been subsequently conserved in evolution. It can serve as another signature of the NRs, in addition to the DBD and LBD, on the DNA level.
Our mapping of the 33 variable sites to the tertiary structure of the LBD of the human PXR categorized them into three groups: seven sites line the inner surface of the ligand-binding pocket, and are so positioned that they could possibly form direct contacts with the bound ligand; eight variable sites were found to be almost evenly distributed in the α-helix 9 with their side chains protruding toward the surface; the remaining sites are distributed throughout the LBD.
Three groups of the NRs are significantly more divergent among the three species.
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